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Recommendations

Major Recommendations
Level of evidence grades (I-11T) and strength of recommendations (A-C) are defined at the end of the "Major Recommendations" field.

Note from the National Guideline Clearinghouse (NGC): Recommendations on atopic dermatitis (AD) treatment and management are subdivided
nto 4 sections given the significant breadth of the topic. This document is the second part of the series and covers the use of nonpharmacologic
approaches (e.g., moisturizers, bathing practices, and wet wraps), along with pharmacologic topical modalities, including corticosteroids,
calcineurin inhibitors, antimicrobials, and antihistamines.

Recommendations for Nonpharmacologic Interventions for the Treatment of AD

e The application of moisturizers should be an integral part of the treatment of patients with AD as there is strong evidence that their use can
reduce disease severity and the need for pharmacologic intervention.

e Bathing is suggested for patients with AD as part of treatment and maintenance; however, there is no standard for the frequency or duration
of bathing appropriate for those with AD.

e Moisturizers should be applied soon after bathing to improve skin hydration in patients with AD.

e Limited use of nonsoap cleansers (that are neutral to low pH, hypoallergenic, and fragrance free) is recommended.

e For the treatment of patients with AD, the addition of oils, emollients, and most other additives to bath water and the use of acidic spring
water cannot be recommended at this time, because of msufficient evidence.
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e Use of wet-wrap therapy with or without a topical corticosteroid (TCS) can be recommended for patients with moderate to severe AD to

decrease disease severity and water loss during flares.
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e TCS are recommended for AD-affected individuals who have failed to respond to good skin care and regular use of emollients alone.
e A variety of factors should be considered when choosing a particular topical corticosteroid for the treatment of AD, including patient age,

areas of the body to which the medication will be applied, and other patient factors such as degree of xerosis, patient preference, and cost

of medication.

e Twice-daily application of corticosteroids is generally recommended for the treatment of AD; however, evidence suggests that once-daily



application of some corticosteroids may be sufficient.

Proactive, intermittent use of topical corticosteroids as maintenance therapy (1 to 2 times per week) on areas that commonly flare is
recommended to help prevent relapses and is more effective than use of emollients alone.

The potential for both topical and systemic side effects, including possible hypothalamic-pituitary-adrenal axis suppression, should be
considered, particularly in children with AD in whom corticosteroids are used.

Monitoring by physical examination for cutaneous side effects during long-term, potent steroid use is recommended.

No specific monitoring for systemic side effects is routinely recommended for patients with AD.

Patient fears of side effects associated with the use of topical corticosteroids for AD should be recognized and addressed to improve
adherence and avoid undertreatment.

Refer to Table V in the original guideline document for information regarding relative potencies of TCS.

Recommendations for the Use of Topical Calcineurin Inhibitors (TCI) for the Treatment of AD

TCI are recommended and effective for acute and chronic treatment, along with maintenance, in both adults and children with AD, and are
particularly useful in selected clinical situations (see Box 1 in the original guideline document).

TCI are recommended for use on actively affected areas as a steroid-sparing agent for the treatment of AD.

For patients with AD <2 years of age with mild to severe disease, off-label use 0of 0.03% tacrolimus or 1% pimecrolimus ointment can be
recommended.

Pimecrolimus cream and tacrolimus ointment may cause skin burning and pruritus, especially when applied to acutely inflamed skin. Initial
treatment of patients with AD using TCS should be considered to minimize TCI application site reactions. Patients with AD should be
counseled about the possibility of these reactions.

Proactive, mtermittent use of TCI as maintenance therapy (2 to 3 times per week) on areas that commonly flare is recommended to help
prevent relapses while reducing the need for topical corticosteroids, and is more effective than the use of emollients alone.

The concomitant use of a topical corticosteroid with a TCI may be recommended for the treatment of AD.

No consistent increases in the prevalence of cutaneous viral infections have been seen with continuous or mntermittent use of TCI for up to 5
years; however, physicians should inform their patients of these theoretical cutaneous risks, given the lack of safety data for longer periods
of time.

Clinicians should be aware of the black-box warning on the use of TCI for patients with AD and discuss as warranted.

Routine blood monitoring of tacrolimus and pimecrolinus levels in patients with AD who are applying these agents is not recommended at

Recommendations for the Use of Topical Antimicrobials and Antiseptics for the Treatment of AD

Except for bleach baths with intranasal mupirocin, no topical antistaphylococcal treatment has been shown to be clinically helpful in patients
with AD, and is not routinely recommended.

In patients with moderate to severe AD and clinical signs of secondary bacterial infection, bleach baths and intranasal mupirocin may be
recommended to reduce disease severity.

Recommendation for the Use of Topical Antihistamines for the Treatment of AD

The use of topical antihistamines for the treatment of patients with AD is not recommended because of the risk of absorption and of contact
dermatitis.

Definitions:

Level of Evidence

L

II.
118

Good-quality patient-oriented evidence (i.e., evidence measuring outcomes that matter to patients: morbidity, mortality, symptom
improvement, cost reduction, and quality of life).

Limited-quality patient-oriented evidence.

Other evidence, including consensus guidelines, opinion, case studies, or disease-oriented evidence (i.e., evidence measuring intermediate,
physiologic, or surrogate end points that may or may not reflect improvements in patient outcomes).

Grade of Recommendation

A.
B.

Recommendation based on consistent and good-quality patient-oriented evidence.
Recommendation based on inconsistent or limited-quality patient-oriented evidence.



C. Recommendation based on consensus, opinion, case studies, or disease-oriented evidence.

Clinical Algorithm(s)

None provided
Scope

Disease/Condition(s)
Atopic dermatitis (AD; atopic eczema)

Note: The treatment of other forms of dermatitis, such as irritant dermatitis and allergic contact dermatitis in those without AD, are outside the scope of this document.

Guideline Category
Management

Treatment

Clinical Specialty
Allergy and Immunology
Dermatology

Family Practice

Internal Medicine

Pediatrics

Intended Users

Advanced Practice Nurses
Nurses
Physician Assistants

Physicians

Guideline Objective(s)

To address the management of pediatric and adult atopic dermatitis (AD; atopic eczema) of all severities

Target Population

Pediatric and adult patients with atopic dermatitis (AD; atopic eczema)

Interventions and Practices Considered



1. Nonpharmacologic interventions

e Moisturizers

e Bathing practices

¢ Limited use of nonsoap cleansers

e Wet-wrap therapy
2. Topical corticosteroids (TCS)
3. Topical calcineurin inhibitors (TCI)

¢ Topical tacrolimus ointment

e Pimecrolimus cream

¢ Consideration of black box warning for use of TCI
4. Topical antimicrobials and antiseptics (bleach baths with intranasal mupirocin)
5. Topical antihistamines (not recommended)

Major Outcomes Considered

Morbidity

Mortality

Symptom improvement
Cost

Quality of life

Methodology

Methods Used to Collect/Select the Evidence

Searches of Electronic Databases

Description of Methods Used to Collect/Select the Evidence

An evidence-based approach was used and evidence was obtained using a systematic search of PubMed, the Cochrane Library, and the Global
Resources for Eczema Trials databases from November 2003 through November 2012 for clinical questions addressed in the previous version of
this guideline published in 2004, and 1964 through 2012 for all newly identified clinical questions. Searches were prospectively limited to
publications in the English language. Medical subject headings (MeSH) terms used in various combinations in the literature search included: "atopic
dermatitis," "atopic eczema," "topical agents," "topicals," "nonpharmacologic," "barrier," "emollient," "moisturizer," "bathing," "oil," "topical
corticosteroid," "hydrocortisone," "calcineurin inhibitor," "tacrolimus," "pimecrolimus," "coal tar," "phosphodiesterase inhibitors," "antimicrobial,"
"antiseptic," "retapamulin," "triclosan," ""chlorhexidine," "beta-thujaplicin," "mupirocin," "triclocarban," "antibacterial soap," "topical antibiotic,"
"pseudomonic acid," and "potassium permanganate."

A total of 1789 abstracts were initially assessed for possible inclusion. After removal of duplicate data, 246 were retained for final review based on
relevancy and the highest level of available evidence for the outlined clinical questions.

The American Academy of Dermatology's (AAD's) prior published guidelines on atopic dermatitis (AD) were also evaluated, as were other
current published guidelines on AD.

Number of Source Documents

246 publications were retained for final review

Methods Used to Assess the Quality and Strength of the Evidence

Weighting According to a Rating Scheme (Scheme Given)



Rating Scheme for the Strength of the Evidence
Evidence was graded using a 3-point scale based on the quality of study methodology as follows:

1. Good-quality patient-oriented evidence (i.e., evidence measuring outcomes that matter to patients: morbidity, mortality, symptom
improvement, cost reduction, and quality of life).
II. Limited-quality patient-oriented evidence.
M. Other evidence, including consensus guidelines, opinion, case studies, or disease-oriented evidence (i.e., evidence measuring intermediate,
physiologic, or surrogate end points that may or may not reflect improvements in patient outcomes).

Methods Used to Analyze the Evidence
Review of Published Meta- Analyses

Systematic Review with Evidence Tables

Description of the Methods Used to Analyze the Evidence

Evidence tables were generated for these studies and used by the work group in developing recommendations.

The available evidence was evaluated using a unified system called the Strength of Recommendation Taxonomy (SORT) developed by editors of
the U.S. family medicine and primary care journals (i.e., American Family Physician, Family Medicine, Journal of Family Practice, and BMJ
USA). Evidence was graded using a 3-point scale based on the quality of study methodology (e.g., randomized control trial [RCT], case-control,
prospective/retrospective cohort, case series), and the overall focus of the study (i.e., diagnosis, treatment/prevention/screening, or prognosis).
(See the "Rating Scheme for the Strength of the Evidence" field.)

Methods Used to Formulate the Recommendations

Expert Consensus

Description of Methods Used to Formulate the Recommendations

A work group of recognized atopic dermatitis (AD) experts was convened to determine the audience and scope of the guideline, and to identify
important clinical questions in the use of topical therapies for AD management.

Clinical questions used to structure the evidence review for the management and treatment of AD with topical therapies:

e What is the effectiveness of nonpharmacologic interventions such as moisturizers, prescription emollient devices, bathing practices and oils,
and wet wraps for the treatment of AD?
e What are the efficacy, optimal dose, frequency of application, and adverse effects of the following agents used as monotherapy or in
combination with other topical agents for the treatment of AD?
e Topical corticosteroids

Topical calcineurin inhibitors

Topical antimicrobials/antiseptics

Topical antihistamines

Others (e.g., coal tar, phosphodiesterase nhibitors)

Clinical recommendations were developed based on the best available evidence. In those situations where documented evidence-based data were
not available, expert opinion was used to generate clinical recommendations.

Rating Scheme for the Strength of the Recommendations

Clinical recommendations were developed based on the best available evidence. These are ranked as follows:



A. Recommendation based on consistent and good-quality patient-oriented evidence.
B. Recommendation based on inconsistent or limited-quality patient-oriented evidence.
C. Recommendation based on consensus, opinion, case studies, or disease-oriented evidence.

Cost Analysis

A formal cost analysis was not performed and published cost analyses were not reviewed.

Method of Guideline Validation

Internal Peer Review

Description of Method of Guideline Validation

This guideline has been developed in accordance with the American Academy of Dermatology (AAD)/AAD Association Administrative
Regulations for Evidence-based Clinical Practice Guidelines (version approved May 2010), which includes the opportunity for review and
comment by the entire AAD membership and final review and approval by the AAD Board of Directors.
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Type of Evidence Supporting the Recommendations

The type of supporting evidence is identified and graded for selected recommendations (see the "Major Recommendations” field).

Benefits/Harms of Implementing the Guideline Recommendations
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Potential Benefits

Appropriate management and treatment of pediatric and adult atopic dermatitis (AD)

Potential Harms

¢ Topical corticosteroids (TCS)

e Greater caution regarding TCS potency is needed when treating thin skin sites (i.e., face, neck, and other skin folds), where there is
greater penetration and higher likelihood for systemic absorption. It is important to monitor quantities of TCS used over time, which
may impact efficacy and safety.

e Cutaneous side effects include purpura, telangiectasia, striae, focal hypertrichosis, and acneiform or rosacea-like eruptions. Of
greatest concern is skin atrophy, which can be induced by any TCS, though higher-potency agents, occlusion, use on thinner skin,
and older patient age increase this risk. Many of these side effects will resolve after discontinuing TCS use, but may take months.
Sites of treatment should be assessed regularly for these adverse effects, particularly with use of more potent agents. Continuous
application of TCS for long periods of time should be avoided, to limit the occurrence of negative changes. Proactive, once to twice
weekly application of mid-potency TCS for up to 40 weeks has not demonstrated these adverse events in clinical trials.

e TCS application on atopic dermatitis (AD) lesions does reduce Staphylococcus aureus bacterial load, likely via decreasing the
mflammatory cytokines that inhibit antimicrobial peptide production. There is some worry that TCS may impair the process of wound
healing and re-epithelialization, although excoriated and fissured lesions should be included in treatment given that the underlying
mflammation and pruritus lead to these secondary changes. Allergic contact dermatitis/type IV hypersensitivity can develop to TCS or
other mgredients in their formulations, such as propylene glycol and preservatives. This should be considered if lesions fail to respond
as expected or worsen with application. Patch testing is needed to determine if the allergen is the steroid compound itself or a
component of the vehicle. Development of tachyphylaxis is of concern for some practitioners, where the efficacy is thought to
decrease with repeated use of the same agent, although data are lacking to suggest that this is a significant clinical problem. Although
there is documented risk with systemic corticosteroid use, an association between topical steroid use and the development of
cataracts or glaucoma is not as clear. Nonetheless, minimizing use at periocular sites may be prudent.

e Topically applied corticosteroids, particularly high- and very high-potency agents, can be absorbed at a degree sufficient to cause
systemic side effects. The risk of hypothalamic-pituitary-adrenal axis suppression is low but increases with prolonged continuous use,
especially in individuals receiving corticosteroids concurrently in other forms (inhaled, intranasal, or oral). Children are more
susceptible as a result of a greater body surface to weight ratio. There is also some concern for negative effects on linear growth,
although reports have given mixed conclusions. Hyperglycemia and hypertension have rarely been reported.

e Topical calcineurin inhibitors (TCI)

e The most common side effects seen are local reactions such as stinging and burning, These symptoms are more frequent than that
seen with TCS, but tend to lessen after several applications or when first preceded by a short period of topical steroid use. Patients
should be advised of these adverse effects to avoid premature discontinuation of treatment. There are scattered reports of allergic
contact dermatitis and a rosacea-like granulomatous reaction caused by TCI.

e Patients with flaring and/or severe AD are at risk for secondary infections as a result of the skin disease (see section '"Topical
Antimicrobials and Antiseptics" in the original guideline document). The effect of continuation of TCI treatment on infected lesions has
not been studied, but the prescribing information advocates against their use during acute infection. As with TCS, topical tacrolimus
applied to noninfected lesions has been associated with reduced Staphylococcus aureus colonization, also likely a result of reduced
inflammation and barrier dysfunction. No consistent increases in the prevalence of cutaneous viral infections have been demonstrated
with continuous or intermittent use of TCI for up to 5 years. However, physicians should inform their patients of these theoretical risks
given the lack of long-term safety data.

e TCI boxed warning should be discussed with patients before use. Rare cases of malignancy (e.g., skin cancer and lymphonmga) have
been reported in patients treated with these agents, although a causal relationship has not been established.

Qualifying Statements

Qualifying Statements

e Adherence to these guidelines will not ensure successful treatment in every situation. Furthermore, these guidelines should not be mterpreted



as setting a standard of care, or be deemed inclusive of all proper methods of care nor exclusive of other methods of care reasonably
directed to obtaining the same results. The ultimate judgment regarding the propriety of any specific therapy must be made by the physician
and the patient in light of all the circunnstances presented by the individual patient, and the known variability and biological behavior of the
disease. This guideline reflects the best available data at the time the guideline was prepared. The results of future studies may require
revisions to the recommendations in this guideline to reflect new data.

¢ Inreview of the currently available highest level of evidence, the expert work group acknowledges that although much is known about the
use of nonpharmacologic and pharmacologic topical therapies for atopic dermatitis (AD), much has yet to be learned.

Implementation of the Guideline

Description of Implementation Strategy

An implementation strategy was not provided.

Implementation Tools

Patient Resources

For information about availability, see the Availability of Companion Documents and Patient Resources fields below.
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Electronic copies: Available from the American Academy of Dermatology Web site

Patient Resources
The following is available:

e Atopic dermatitis. For the public. Schaumburg (IL): American Academy of Dermatology (AAD). Available from the American Academy of
Dermatology (AAD) Web site

Please note: This patient information is intended to provide health professionals with information to share with their patients to help them better understand their health and their
diagnosed disorders. By providingaccess to this patient information, it is not the intention of NGC to provide specific medical advice for particular patients. Rather we urge patients
and their representatives to review this material and then to consult with a licensed health professional for evaluation of treatment options suitable for them as well as for diagnosis and
answers to their personal medical questions. This patient information has been derived and prepared from a guideline for health care professionals included on NGC by the authors or
publishers of that original guideline. The patient information is not reviewed by NGC to establish whether or not it accurately reflects the original guideline's content.
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Copyright Statement

This NGC summary is based on the original guideline, which is subject to the guideline developer's copyright restrictions.

Disclaimer

NGC Disclaimer
The National Guideline Clearinghoused, ¢ (NGC) does not develop, produce, approve, or endorse the guidelines represented on this site.

All guidelines summarized by NGC and hosted on our site are produced under the auspices of medical specialty societies, relevant professional
associations, public or private organizations, other government agencies, health care organizations or plans, and similar entities.

Guidelines represented on the NGC Web site are submitted by guideline developers, and are screened solely to determine that they meet the NGC
Inclusion Criteria.

NGC, AHRQ, and its contractor ECRI Institute make no warranties concerning the content or clinical efficacy or effectiveness of the clinical
practice guidelines and related materials represented on this site. Moreover, the views and opinions of developers or authors of guidelines
represented on this site do not necessarily state or reflect those of NGC, AHRQ), or its contractor ECRI Institute, and inclusion or hosting of
guidelines in NGC may not be used for advertising or commercial endorsement purposes.

Readers with questions regarding guideline content are directed to contact the guideline developer.
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